[Effect of HBV X gene transfection on octreotide-inhibited growth of hepatocellular carcinoma cell line HepG2].
In vitro and in vivo experiments have shown that octreotide, a kind of somatostatin analogue, could inhibit hepatocellular carcinoma (HCC) growth. However, its clinical efficacy is unsatisfactoryû the reason is unclear. This study was to investigate if some characters of HCC cells transfected with hepatitis B virus (HBV) x gene have altered their response to octreotide, and explore the possible mechanisms. The proliferation of HCC cell lines HepG2 and HepG2x (with HBV x gene transfection) was measured by (3)H-thymidine incorporation into DNA. Immunocytochemistry was used to detect the expression of proliferating cell nuclear antigen (PCNA) in tumor cells. Annexin-V and TUNEL in situ assays were used to detect apoptotic cells. The expressions of extracellular signal-regulated kinase (ERK-1/ERK-2) and somatostatin receptors (SSTR-2, SSTR-3, SSTR-5) were measured with Western blot. At the concentration of 1 x 10(-5) - 1 x 10(-9) mol/L, octreotide significantly inhibited (3)H-TdR incorporation into HepG2 cells in a dose-dependent manner (r=-0.917, P < 0.01) and PCNA expression, and greatly enhanced the apoptosis of HepG2 cells either in Annexin V positive rate [control vs. octrotide=(1.18+/-0.13)% vs. (14.20+/-2.57)%, P < 0.05] or TUNEL apoptotic index [control vs. octrotide=(3.6+/-0.9)% vs. (18.8+/-3.3)%, P < 0.05]. However, no such response happened in HepG2x cells when treated with octrotide or octrotide plus lamivudine. The expressions of SSTR-2 and SSTR-5 were significantly lower in HepG2x cells than in HepG2 cells (P < 0.01); the expressions of ERK-1 and ERK-2 were significantly higher in HepG2x cells than in HepG2 cells (P < 0.05). Octreotide didn't inhibit ERKs expression in HepG2x cells. The down-regulated expression of SSTR-2 and SSTR-5, due to HBV x gene transfection, result in decreased growth inhibitory effects of octreotide on HepG2x cells.